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AMENDME NTS TO THF, CLAIMS: 

This listing of claims will replace all prior versions, and listings of claims in the 
application: 

1. (Previously Amended) A compound of the formula: 




> s ^CRV) n -Nf 
O O R 7 

Wherein the dashed bond represents a single or double bond; 

Aryl signifies a monocyclic heteroaromatic ring selected Scorn the group consisting of 
tbiophene, furan, pyrrole, pyridine, pryimidine, pyridazine, and pyrazine; 

R 1 is H, OH, OC.oalkyl, C ,. 3 alkyl, C^alkyl substituted optionally with OH, or OCl 
ualkyl; 

R 2 is H, halogen, C^alkyL CONR 5 R 6 , S(=0) m C,-,allcyl, orC-jalkyl substituted 

optionally with OH, or OCj^allcyl; with the proviso that if Aryl is thiophene, 
then RVH or halo, and RV OH 

R 3 , R*are independently H, C U i^, or d.jallsyl substituted optionally with OH or OC- 

3alkyl; 

R 5 , R* are independently H, C M »1kyl, or Chalky! substituted optionally with OH, OC 
3 alkyl, where R s and R 6 optionally can be joined together to form a 
pyrrolidine or piperidine ring which can be either unsubstituted or substituted 
optionally with Cwalkyl, C 2 . 3 alkyl substituted optionally with OH or OC 
jatkyl; 

R 7 , R 8 arc together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrolidine, piperidine, 
A 3 -piperidein, piperazrne, morpholine or thiomorpholine which can be 
^substituted or substituted on carbon with one or more substituents optionally 
selected from Ci-jalkyl, or C,. 3 alkyl substituted optionally with OH, OCsalkyl, 
or phenyl which can be unsubstituted or substituted optionally with halogen, 
CF 3 , OCwalkyl, or Ci.jalkyl, or substituted on nitrogen with C^alkoxy or 
phenyl which can be unsubstitated or substituted optionaUy with halogen, CF 3 , 
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OCi- 3 alkyl, or Chalky!; 
n is 2 to 4; 
misO, lor 2 

or a pharmaceutical^ acceptable salt or solvate thereof. 

2. (Currently Amended) A compound of the formula: 

(CR^ 4 ) 




n "\ 7 



R 



O O 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring greeted from fee fgoup 
c^itin p of thiooh*™. furan. py r role, pyridine, mvimidine. pyridazine, and 
pvrazine ; 

R 1 is H, C-salkyl, C^alkenyl, an aromatic ring selected from the group consisting of 
phenyl, thicnyl, pyridyl, and imidazoyl which is either unsubstituted or 
substituted optionally wilh OH, Odoalkyl, SCO^Csalkyl, halogen, or CF 3 ; 
or C^salkyl substituted optionally with OH, OC,- 3 alkyl, S(=0) m Ci- 3 alkyl or an 
aromatic ring selected from the group consisting of phenyl, thiehyl, pyridyl, 
and imidazoyl. which is cither unsubstituted or substituted optionally with OH, 
OCi-aalkyl, S(=0) m C.. 3 alky), halogen, CF 3 , S(=0)z NR 5 R«; or C^alkenyl 
substituted optionally with OH, OCi-jalkyl, or S(=0)mCi. 3 alkyl; 

R 2 is H, halogen, C,. 3 alkyl. S(=0) m C ,. 3 alkyl, S(=0) 2 NR S R«, or C^alkyl substituted 
optionally with OH, or OC[. 3 alkyl; 

R 3 & R 4 are independently H, C^alkyl, or C,. 3 alkyl substituted optionally with OH or 
OCuualkyl; 

R\ R 6 are independently H, C,- 3 alkyl, or C 2 . 3 alkyl substituted optionally with OH, OCj. 

3 alkyl, where R s and R 6 optionally can be joined together to form a pyrrolidine 
or piperidine ring which can be either unsubstituted or substituted optionally 
with Ci- 3 alkyl, C2- 3 alkyl substituted optionally with OH or OCi- 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrolidine, piperidine, 
A 3 -piperidein, pjperazine, morpholine or thiomorpholine which can be 
unsubstituted or substituted on carbon with one or more substituents optionally 
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elected from C„dfcyi. - C,. 3 alkyl substituted optionally*^ OH, OC. 
3 al k yl, or phenyl which can be unsubsti^d or substituted opt,onall> -with 
rXen, CF a , OC,,^!, or C.alkyl, or substituted on mtrogen wrfh Cu 
.aTkoxy or phenyl which car, he unsubstituted or substituted optimally wrfh 
halogen, CF 3 , OCi-jalkyl, or Ci- 3 alkyl, 

n is 2 to 4; 
m is 0, 1 or 2 

or a phannaceutically acceptable salt or solvate thereof. 



3, (Withdrawn) A compound of the formula: 



R 10 F 



,0° 

o* *o 



R 3 & R 4 are independently H, C-jalkyl, or C,. 3 alkyl substituted optionally with OH or 
OCi- 3 alky); 

R 7 , R 8 are togemer with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second hetcroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazine, morpholine or miomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
Ci. 3 alkyl, C,. 3 alkyl substituted optionally with OH, OCjalkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CFj, OCi.jalkyl, 
or Ci- 3 alkyl, or substituted on nitrogen with C^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OCi-jalkyl, or Ci. 
3 alkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Ci^alkyl, halogen. OCi^alkyl; 
R 10 is C^alkyl, or R ,D can be joined to R 9 to form a fused tricyclic ring system such as 

indoline; 

n is 2 to 4 
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and any pharmaceutical^ acceptable salts and solvates. 
4. (Withdrawn) A Compound of the formula: 



(CR3R-)— rT 

R 

R> & R* are independently H. C M alky1, or C .-aalkyi substituted optionally with OH or 
OCijalkyl; 

R 7 , R R are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A J -piperidein, 
piperazine. morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon whb. one or more substituents optionaUy selected from 
C,. 3 alkyl. Cu 3 alkyl substituted optionally with OH, OCjalkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OCi- 3 alkyt, 
or Cwalkyl. or substituted on nitrogen with C^lkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CFj, OCLjalkyl, or Ci- 
3 alkyl; 

R 11 is Cjalkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted 

or substituted with Cm alkyl, halogen, OCi^alkyl; 
R 12 is Ci-4allcyl or a fused bicyclic heteroaromatic ring such as uvenoP^-eH^-thiazine, 

or 1,2-benzotbiazine, or R n can be joined to R n to form a fused bicyclic ring 

system such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 
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, (Currently Amended) A method for lowering IOP whtth comprises 
administering to a person in need thereof, a composition comprising an effective amount 
of a compound of the formula: 



5. 




^-tcRV^-Nf 

O O R 

Wherein the dashed hond represents a single or double hond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring sH^ed from the group 
^cti^nfthiophene fa™, nvrrok. nvridrntt nrvimiduie. periciazine, and 

R 1 is H, OlToC^alkyl, C 1 - 3 alkyl, C,. 3 alkyl substituted optionally with OH, or OC,. 

aalkyl; . 
R 1 is H, halogen, C, jaBcyl. CONR s R 6 , SCO^C.^alkyl 6 , or C^alkyl substituted 

optionally with OH, or OC,. 3 alkyl; 
R 3 , R 4 are independently H, C^alkyl, or C,_ 3 alkyl substituted optionally with OH or OC 

3 alkyl; 

R 5 , R° are independently H, C^alkyl, or C 2 . 3 alkyl substituted optionally with OH, OC,. 

3 alkyl, where R s and R 6 optionally can be joined together to form a pyrrolidine 
or piperidhie ring which can be either unsubstituted or substituted optionally 
with Ci. 3 alkyl, C M alkyl substituted optionally with OH or OCi- 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrolidine, piperidine, 
A 3 -piperidein, piperazine, morphohne or thiomorpholine which can be 
unsubstituted or substituted on carbon with one or more substiments optionally 
selected from C^alkyl, or Cjalkyl substituted optionally with OH, OC,- 3 alkyl, 
or phenyl which can be unsubstituted or substituted optionally with halogen, 
CF 3 , OCu 3 aJkyl, or C,. 3 alkyl. or substituted on nitrogen with Ci. 4 al)coxy or 
phenyl which can be unsubstituted or substituted optionally with halogen, CF 3 , 
OCi-jaDcyl, or Cuftlkyl; 

n is 2 to 4; 

m is.0, 1 or 2 

or a pbannaceutic&ny acceptable salt or solvate thereof. 
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6 (Currently Amended) A method for lowering IOP which comprises^ artloun t 

LiniLngtoaper^^ 

of a compound of the formula: 




Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic hcteroaromatic ring ^Innted from the group , 
„nn«i«tinp- of thi ^ »™. fiiran. nvrrole. pyridine, prvMltilV' . pyndazrne, and , 
pvra2ine: 

R 1 is H, C,. s alky], C^alkenyl, an aromatic ring selected from the group consisting of 
phenyl, tnienyl, pyridyl, and imidazoyL which is either unsubstituted or 
substituted optionally with OH, OC,. 3 alkyl, S(=0) n ,C l - J alkyl > halogen. CF 3 , or 
S(=0) 2 NR'R 6 ; or C 2 -salkyl substituted optionally with OH, OCi. 3 alkyl, 
S(=0),„C.-3alkyl or an aromatic ring selected from the group consisting of 
phenyl, thienyl, pyridyl, and imidazoyl, which is either unsubstituted or 
substituted optionally with OH, OC.- 3 alkyl, S^^Cioaliyl, halogen, CF 3 , 
S(=0) 2 NR S R 6 ; or C3. s alkenyl substituted optionally with OH, OCi. 3 alkyl, or 
S(=0) m C,- 3 alkyl; 

R 2 is H, halogen, C,- 3 alkyl, S(=0) m C.- 3 alkyl, or C,. 3 alkyl substituted optionally with OH, 
or OCi-3alkyl; 

R 3 & R 4 ate independently H, CoHkyl, or Ci- 3 alkyl substituted optionally with OH or 
OCi-a&lkyl; 

R 5 , R 6 are independently H, Ci- 3 alkyl, or C 2 .jalkyl substituted optionally with OH, OC,. 
3 alkyl, where R s and R s optionally can be joined together to form a 
pyrrolidine or piperidine ring which can be either unsubstituted or substituted 
optionally with Ci- 3 alkyl, Cwalkyl substituted optionally with OH or OCj. 

3alkyl, . 
R 7 , R fl are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrolidine, piperidine, 
A 3 -piperidein, piperazine, morpholine or thiomorpholine which can be 
unsubstituted or substituted on carbon with one or more substituents optionally 
selected from C M attaft, or C,- 3 alkyl substituted optionally with OH, OC 
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3a lkyl, or phenyl which can be unsubstituted or subsUtuted opttonally w>ih 
hafcgen, CT3, OC.alkvl, or C.^lkyl, or substituted on mtrogen with Cj- 
ZZ or |L* which can be unsubstituted or substituted opWly w.th 
halogen, CF 3 , OCi- 3 al)cyl, or C|. 3 alkyl; 

n is 2 to 4; 

m is 0, 1 or 2 

or a pharmaceutically acceptable salt or solvate thereof. 

7 (Withdrawn) A method for lowering IOP which comprises administering to a 
person in need thereof, a composition comprising an effective amount of a compound of 

the formula: 

R 10 f* 

Jk /< CR3R4) "-\ 7 
R A 

R 3 & R 4 are independently H, C,. 3 allcyl, or C.oalkyl substituted optionally with OH or 
OCi.jalkyl; 

R 7 , R a are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazine, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C,- 3 alkyl, Ci.3alkyl substituted optionally with OH, OC^alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CFj, OCi-jalkyl, 
or C,. 3 alky), or substituted on nitrogen with C M atkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3f OC,- 3 alkyl, or C- 

jalkyl", 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Cm altyL halogen, OCi^alkyl; 
R 10 is C M alkyl, or R ,fl can be joined to R 9 to form a fused bicyclic ring system such as 

indoline; 



-9- 



PAGE 10/36 ' RCVDAT 8/2712004 5:10:57 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/5 ' DNIS:8729306 * CSID:817 551 4610 ' DURATION (mm-ss):09-12 



08/27/2004 16:13 FAX 817 551 4610 



R&D COUNSEL 



©Oil 



Via Telefax No. 703/872-9306 



n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 

8 (Withdrawn) A method for lowering IOP which comprises administering to * 
person in need thereof, a composition comprising an effective amount of a compound of 
the formula: 

11 *e£_R« 

(CR 3 R 4 )s~-N 7 
R 

R 3 & R 4 are independently H, Caalkyl, ot Cu 3 alkyl substituted optionally with OHor 
OCi-3alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidinc, A 3 -piperidein, 
prperazine, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
Caalkyl, Ci- 3 alkyl substituted optionally with OH, OCi. 3 alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3s OCi jaltyl, 
or Ci^alkyl, or substituted on nitrogen with Ci^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CFs, OCi- 3 alkyl, or C,- 
3 alkyl; 

R M is C.jallcyl, plienyl or a monocyclic heteroaromatic ring which can be unsubstituted 

or substituted with CMalkyl, halogen, OCi^alkyl; 
R 12 is Ci.4alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l^-thiazme, 

or 1,2-benzothiazine, or R 12 can be joined to R n to form a fused bicyclic ring 

system such as 2 ) 3^ihydro-benzo[c]isoxazote; 

n is 2 to 4 

and any pharmaceuticaUy acceptable salts and solvates. 
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9 (Currently Amended) A method for improving blood flow to the optic nerve 
head and the retina which comprises adrninistering to a person in need thereof; a 
composition comprising an effective amount of a compound of the formula: 




O O R 7 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl ot monocyclic heteroaromatic ring ylmtr^ from the fgoup 

{■th.p n f thinnhene. f y™ pyrrole, nvridine mvitnidine, pyridazjjnc, and 

pvrazme: 

R 1 is H, OH, OC walkyl, C,. 3 alkyl, C,. 3 alkyl substituted optionally with OH, or OC,. 
jalkyl; 

r 2 is H, halogen, C w atkyl. CONR 5 R 6 , S(=0)„C,. 3 aUcyl, or C w alkyl substituted 

optionally with OH, or OCi-jalkyl; 
R 3 , R 4 are independently H, C,. 3 alkyl, or Ci. 3 alkyl substituted optionally with OH or OC,. 

jatfcyl; 

R 5 , R 6 are independently H, C,. 3 alkyl, or C 2J aJkyl substituted optionally with OH, OC,. 

3 alkyl. wliere r3 R& °Pt>° nall y Cftn be j° ined to B ether to form Py*° lldine 
or piperidine ring which can be either unsubstituted or substituted optionally 
with CioalVyl, q^alkyl substituted optionally with OH or OC,. 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrolidine, piperidine, 
A 3 -piperidein, piperarine, morpholine or thiomorpboline which can be 
unsubstituted or substituted on carbon with one or more substihients optionally 
selected from Caalky], or C,. 3 alkyl substituted optionally with OH, OC,- 3 alkyl, 
or phenyl which can be unsubstituted or substituted optionally with halogen, 
CFj, OC^alkyl, or Caalkyl, or substituted on nitrogen with C^alkoxy or 
phenyl which can be unsubstituted or substituted optionally with halogen, CF 3 , 
OCijalkyl, or Ci- 3 alkyl; 

n is 2 to 4; 

m is 0. 1 or 2 

or a pharmaceuticaUy acceptable salt or solvate thereof. 
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10 (Currently Amended) A method for improving blood flow to * ^ optic nerve 
head and the retina whicb comprise, administering to . person in need thereof, a 
composition comprising an effective amount of a compound of the formula: 

O O 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring shotted frorn the group 
^cicfin p nf thionhen e fW rrvrrole. nvridine, pryimid ine, pyridazine, and 
pvrazine; 

R' is M, C,. 5 alkyl, C 3 - 5 alkenyl, an aromatic ring selected from the group consisting of 
phenyl, thienyl, pyridyl, and imidazoyl, which is either unsubstituted or 
substituted optionally with OH, OC,- 3 alkyL S(=0) m C M alkyl, halogen, CF 3 , or 
S(=0)2 NR 5 R 6 ; or C 2 -salkyl substituted optionally with OH, OCi- 3 alkyl, 
S(-0)mCi.3alkyl ox a" aromatic ring selected from the group consisting of 
phenyl, thienyl, pyridyl, and imidazoyl, which is either unsubstituted or 
substituted optionally with OH, OCi. 3 alkyl, S(=0) m C,-3alkyJ, halogen, CF 3 , 
S(=0) z NR 5 R 6 ; or Cj- 5 alkenyl substituted optionally with OH, OCi_ 3 alkyl f or 
S(=0)mCi. 3 alkyl; 

R 2 is H, halogen, d. 3 alkyl, S^O^C^alkyl, or d.jalkyl substituted optionally with OH, 
or OCi- 3 alkyl; 

R 3 & R 4 are independently H, Coalkyl, or C,. 3 alkyl substituted optionally with OH or 

OCi-salkyl; _ 
R J , R 6 are independently H, C,. 3 alkyl, or C 2 . 3 alkyl substituted optionally with OH, OC,. 
3 alkyl, where R s and R 6 optionally can be joined to form a pyrrolidine or 
piperidine ring which can be either unsubstituted or substituted optionally 
with Coalkyl, C 2 . 3 alkyl substituted optionally with OH or OCi- 3 alkyl; 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrolidine, piperidine, 
A 3 -piperidein, piperazine, morpholine or thiomorpholine which can be 
unsubstituted or substituted on carbon with one or more substituents optionally 
selected from C,- 3 alkyl, or C,- 3 alkyl substituted optionally with OH, OC 
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3 alkyl. or phenyl which can be unsubstituted or suited opt.onaUywnb 
halogen, CF 3 , OC, 3 alkyl, - C.alkyl, ox substituted on nurogen wrfhC, 
<alkoW or phenyl which can be unsubstituted or substituted optionally wrth 
halogen, CF 3 , OCi.jalkyl, or Ci- 3 alkyl; 

n is 2 to 4; 

m is 0. 1 or 2 

or a pharrnaceutically acceptable salt or solvate thereof. 

1 1 . (Withdrawn) A method for improving blood flow to the optic nerve head and the 
retina which comprises administering to a person in need thereof, a composition 
comprising an effective amount of a compound of the formula: 

' R 10 ,** 

R6 A S / (CR3R4) "-V 



R 3 & R 4 are independently H, C,- 3 alkyl, or C,- 3 alkyl substituted optionally with OH or 
OCioalkyl; 

R 7 , R« are' together with the nitrogen atom to which they arc attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected fiom N, O, . S, such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazine, motpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
Caalkyl, C,- 3 alkyl substituted optionally with OH, OC,- 3 alky1, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OCi- 3 alkyl, 
or Caalkyl, or substituted on nitrogen with C^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OC^alkyl, or C,. 
jalkyl; 

R 8 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Cut alkyl, halogen, OCi^alkyJ; 
R 10 is Caalkyl, or R 10 can be joined to R* to form a fused bicyclic ring system such as 
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indoline; 

n is 2 to 4 

and any pharmaceutical* acceptable salts and solvates. 

,2 (Withdrawn) A method for improving blood flow to the optic nerve head and the 
retina which courses administering to a person in need thereof, a conditio, 
comprising an effective amount of a compound of the formula: 

O. ,o 
(CR a R 4 )— 

R 

R 3 & R 4 are independently H, C^alkyl, or C,. 3 alkyl substituted optionally with OH or 
OCi-jalkyl; 

K\ R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second hcteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidem, 
piperazine, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C^alkyl, CuaJkyl substituted optionally with OH, OCaalkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CFj, OCioalkyl, 
or Ci- 3 alkyJ, or substituted on nitrogen with Ci^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OCwaJVyl. or Ci. 
3 alkyl; 

R» is Coalkyl, Phenyl or a monocyclic heteroaromatic ring which can be unsubstituted 

or substituted with Chalky!, halogen, OCaalkyl; 
R' 2 is C^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, 

or 1,2-benzothiazine, or R 1Z can be joined to R 11 to form a fused bicyclic ring 

system such as 2,3-dlrrydro-benzo[c]isoxazole; 

nis2to4 

and any pharmaceutically acceptable salts and solvates. 
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1 3 (Currently Amended) A method for treating retinal diseases selected from the 
group consisting of glaucoma, age related macular degeneration (ARMD), optic neuritis 
Lemic disorders, diabetic retinopathy, and retinal edema wmch comprises 
administering to a person in need thereof, a composition comprising an effects amount 

of a compound of the formula: 




o o 



R 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heteroaromatic ring selected from the group . 
^ gic riT, r of thionhenr , «™ nvrmle. pyridine, pryimidine, nyridazine, and 
pvrazine; 

R 1 is H, OH, OC^alkyl, C^alkyl, C,-3alkyl substituted optionally with OH, or OC,- 
jalkyl; 

R 2 is H, halogen, C,. 3 alkyl, CONR s R 6 , S(=0) n ,C,-3alkyl, or Coalkyl substituted 

optionally with OH, or OCi- 3 alkyl; 
R 3 , R 4 are independently H, C,. 3 allcyl, or C,. 3 alkyl substituted optionally with OH or OC,. 

3 alkyl; 

R s , K 6 are independently H, C^alkyl, or C 2 . 3 alkyl substituted optionally with OH, OC 
3 alkyl, where R 5 and R 6 optionally can be joined together to form a 
pyrrolidine or piperidine ring which can be either unsubstituted or substituted 
optionally with C,. 3 alkyl, C 2 . 3 alkyl substituted optionally with OH or OO- 

jalkyl; . 
R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrolidine, pipendine, 
A 3 -piperidein, piperazine, morpholme or thiomorpholine which can be 
unsubstituted or substituted on carbon with one or more substituents optionally 
selected from C,- 3 alkyl. or C,- 3 alkyl substituted optionally with OH. OC,- 3 aIkyl. 
or phenyl which can be unsubstituted or substituted optionally with halogen, 
CF 3 , OCi-aalkyl, or Ci- 3 alkyl, ot substituted on nitrogen with C^alkoxy or 
phenyl which can be unsubstrarted or substituted optionally with halogen, CF 3 , 
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OCi-saflcyl, or Ci-aalkyi; 

n is 2 to 4; 
m is 0, 1 or 2 

or a pharmaceutical^ acceptable salt or solvate thereof. 

14 (Currently Amended) A method for treating retinal diseases seated from the 
Lip consisting^ glaucoma, age related macular *-^<*»^J^ 
Lemic disorders, diabetic retinopathy, and retinal edema which composes 
2^tei 8 to a person in need thereof, a composition comprise an effect amount 
of a compound of the formula: 



crV) 




R 7 



Wherein the dashed bond represents a single or double bond; 

Aryl signifies a fused phenyl or monocyclic heisroaromatic ring sg l^d from the group . 
^;^ r „ f ^he n e.f a rtm p y rrole, p yridin e pTvimiHir,* pyridazme, and 

pyrazine; . . 

R l is H, Ci. 5 alkyl. Cs-saltenyl, an aromatic ring selected from the group ooon=idi«g 
consisting o f Phenyl, thienyl, pyridyl, and imidazoyl, which is either 
unsubstituted or substituted optionally wim OH, OC,. 3 alkyl, S(=0),„C,.3alky), 
halogen, CF 3 , or S(-0>2 NR 5 R 6 ; or C^alt/l substituted optionally with OH, 
OC,. 3 alkyl, S(=OVCi. 3 alkyl or an aromatic ring selected from the group 
consisting of phenyl, thienyl, pyridyl, and imidazoyl which is either 
unsubstituted or substituted optionally with OH, OC^alkyl, S^nA^alkyl, 
halogen, CF 3 , S(=0)z NR 5 R 6 ; or Q-salkenyl substituted optionally with OH. 
OCaalkyLorSC^mCualkyl; 
r 3 is H, halogen, C^alkyl, S^O^alkyl, or C^alkyl substituted optionally with OH, 

orOCi-aalkyl; 

R J & R 4 are independently H, Q-jalkyl, or C^alkyl substituted optionally with OH or 
OCualkyl; 

R 6 are independently H. C 1 . 3 alkyl, or C 2 . 3 alkyl substituted optionally with OH, OC,- 
3 alkyl, where R 5 and R 6 optionally can be joined together to form a 
pyrrolidine or pipcridine ring which can be either unsubstituted or substituted 
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optionally with C.aDcyl, C 2 - 3 alkyl substituted optionally with OH or OC,. 
3 alkyl; 

R' R« are together with the nitrogen atom to which they are attached incorporated into a 
* heterocyclic ring seated from the group consul of pyrrolidine, ptpendme, 
A 3 -prperidein, piperazine, morpboline or thiomorpholine whtch can be 
unsubstituted or substituted on carbon with one or more substituents o^onally 
selected from C.allcyl, « C^alkyl substituted optionally with OH, OC,. 
jalkyl or phenyl which can be imsubstituted or substituted optionally with 
halogen, CF 3 . OC^WU or C,- 3 alkyl, or substituted on nitrogen with C,. 
^Ikoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3l OCijalkyl, or Ci- 3 alkyl; 

n is 2 to 4; 

ni is 0, 1 or 2 

or a pharmaceutical^ acceptable salt or solvate thereof. 

15. (Withdrawn) A method for treating retinal diseases which comprises 
administering to a person in need thereof, a composition comprising an effective amount 
of a compound, of the formula: 

R 10 , R8 
^ /(CR3R<) n -N 

o* *o 



R 3 & R* are independently H, C,- 3 alky1, or C,. 3 alkyl substituted optionaUy with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ricg of 5 to 8 atoms which may include a second heteroatom 
selected from N, O. S, such as pyrrolidine, piperidine, A 3 -piperidein, 
pipeline, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C,. 3 alkyl, Ci- 3 alkyl substituted optionally with OH, OC,. 3 alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OCi-aalkyl, 
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' or C, 3 alkyl, or substituted on nitrogen with C^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OCalkyl, or Cw 

3alkyl; . 
R> is phenyl or a monocyclic heteroaromatic ring which can be -substituted ox 

substituted with Ci^alkyl, halogen, OCi^aUcyl; 
R 10 is Calkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 
indoline; 

n is 2 to 4 

and any phannaceutically acceptable salts and solvates. 



16 



(Withdrawn) A method for treating retinal diseases which comprises 
administering to a person in need thereof, a composition comprising an effective amount 
of a compound of the formula: 



C) O 

11 ^<£-R 12 

R V . 

I , R 

(CR3R*)fr-^ 
R 7 



r 3 & r* are independently H, d^aBcyl, or d.jalkyl substituted optionaUy with OH or 
OCi.jalkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein 7 
piperazine, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C^alkyl, C 10 alkyl substituted optionally with OH, OC u3 alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CFj, OC^alkyl, 
or Csalkyl, « substituted on nitrogen with C^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OC 10 alfcyl, or C,. 
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3 alkyl; . , 

R» is C, 3 alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubsmuted 

or substituted with C M alkyl. halogen, Od.,alkyl; 
R» is C^alkyl ox a rusedbicyclic heteroaromatic ring such as mieno[3,2- e ]-^-thiazine, 
or 1,2-bcnzotbiazire, or R» can be joined to R» to form a fused bicyclic ring 
system such as 2,3-dihydro-benzotclisoxazole; 

n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 

17. (Cancelled) 

18. (Cancelled) 

19. (Withdrawn) A composition for lowering IOP comprising a pharmaceutical^ 



effective amount of a compound of the formula: 



ii /<CR 3 R<), 
O N o 



R 1 & R 4 are independently H, Cwdkyl, or Ci. 3 alkyl substituted optionally with OH or 
OC,. 3 alkyl; 

R 7 , R B are together with the nitrogen atom to which Ihey are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, 
pipeline, morpholine or thiomorpholine which car. be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C,- 3 alkyl, Ci. 3 alkyl substituted optionally with OH, OC,-3alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3) OC,. 3 alkyl, 
or C,.3alkyl, or substituted on nitrogen with C^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OCjalkyl, or C- 
3 alkyl; 
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r> is phenyl or a monocyclic hematic ring which can be unsubstituted or 

substituted with C w alkyl, halogen, OCMalkyl; 
R» is C^lkyl. or R'° can be joined to R» to form a *sed bicyclic ring system such as 

' indotine; 
n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 

20. (Withdrawn) A composition for lowering IOP comprising a pharmaceutical* 
effective amount of a compound of the formula: 



R 8 

/ 



R 3 & R 4 are independently H, C,. 3 alky1, or Chalky] substituted optionally with OH or 
OCi- 3 alkyl; 

R 7 7 R» are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazine, morpholine or tMomorphoJine which can be unsubstituted or 
substituted on carbon with one or more substituenta optionally selected from 
C,- 3 alkyl, Coalkyl substituted optionally with OH, OC,. 3 alkyl. phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OCi-jaDcyl, 
or C-jalkyl, or substituted on nitrogen with C .^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OCi-jalkyU or Ci- 
3 alkyl; 

R 11 is C,. 3 a1kyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted 

or substituted with Coalkyl, halogen, OCi^alkyl; 
R 12 is Coalkyl or a fused bicyclic heteroaromatic ring such as thieno^-eH^-lMazine, 

or 1,2-beiwotbi^ne, or R lJ can be joined to R n to form a fused bicyclic ring 

system such as 2,3-dihydro-benzo[c]isoxazole; 
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n is 2 IX) 4 

and any pharmaceutical^ acceptable salts and solvates. 

21. (Cancelled) 

22. (Cancelled) 

23 . (Withdrawn) A composition for improving blood flow to the optic nerve head and 



the retina comprising a 



pharmaceutically effective amount of a compound of the formula: 



I /( CR3R 4 ) n -^ 7 

R 3 & R 4 are independently H, C,- 3 alkyl, or C,.,alkyl substituted optionally with OH or 
OCi-aalkyl; 

R 7 , R s are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -pipcridein, 
piperazine, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
O.Balkyl, C^alkyl substituted optionally with OH, OC,. 3 alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OC«rfkyl. 
or Ci-jalkyl, or substituted on nitrogen with Ci^lkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OCi- 3 alkyl, or C,_ 
3 alkyl; 

R' is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Ci-» alkyl, halogen, OCi^alkyl; 
R 10 is C^alkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 

indoline; 

n is 2 to 4 

and any pharmaccutically acceptable salts and solvates. 



21 



PAGE 22/36 1 RCVD AT 8/27/2004 5:10:57 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/5 ' DNIS:8729306 * CS!D:817 551 4610 * DURATION (mnvss):09-12 



08/27/2004 16:16 FAX 817 551 4810 R&D COUNSEL _. _ 12)023 

Via Telefax SO. 703/872-9306 



24 (Withdrawn) A composition for improving Wood flow to the optic nerve head and 
the retina comprising a pharmaceutical* emotive amount of a Compound of the 
formula: 



R* 



(CR3R 4 )— \ 
R 



R 3 & R 4 are independently H, C,- 3 aUcyl, or C^alkyl substituted optionally with OH or 
OC|.jalkyl; 

R 7 , R a are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O. S, such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazme, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C,. 3 alkyl, C^alkyl substimted optionally with OH, OC,. 3 alkyl. phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3l OCioalkyl, 
or C.- 3 alkyl, or substituted on nitrogen with C^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OCi. 3 alkyl, or C t . 
jalkyl; 

R" is Caalkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstituted 

or substituted with Ci^ alkyl, halogen, OCi^talkyl; 
R 12 is d^alkyl or a fused bicyclic heteroaromatic ring such as thieno[3,2-e]-l,2-thiazine, 

or 1,2-benzothiazine, or R 12 can be joined to R n to form a fused bicyclic ring 

system such as 2,3-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 
25. (Cancelled) 
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26. (Cancelled) 



(Withdrawn) A composition for treating retinal leases comprising a 
pharmaceutical effective amount of a compound of the formula: 



27. 



R 10 f* 

R Jv (CRSR% ~V 

o N o 



R» & R* are independently H, C.^kyl. or Qoalkyl substituted optionally with OH or 
OCi- 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -pi P eridein 5 
piperazine, raorpholine or tbiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C^alkyl, Coalkyl substituted optionally with OH, Odoalkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OC^alkyl, 
or C-salkyl, or substituted on nitrogen with Ci^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OC w alkyi, or C,. 
3 alkyl; 

R 9 is phenyl or a monocyclic heteroaromatic ring which can be unsubstituted or 

substituted with Ci^alkyl, halogen, OC^alkyl; 
R 10 is CMalkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 

mdoline; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 

28. (Withdrawn) A composition for treating retinal diseases comprising a 
phamiaceutically effective amount of a compound of the formula: 
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o v o 

I ^ 
(CR 3 R 4 )„— 

R 

r 3 & R * are independently H, C^kyl. or Cwalkyl substituted optionally with OH or 
OCi-jalkyl; 

R7 r« are together with the nitrogen atom to which they are attached incorporated rnto a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatorn 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazine, morpholme or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
Cwaalkyl, C w alkyl substituted optionally with OH. OCwalkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3l OC^alkyl, 
or CioalM. or substituted on nitrogen with C^alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OC-jalkyl, or d- 
3 alkyl; 

R n is Coalkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstiuxted 

or substituted with Ci ^ alkyl, halogen, OC^alkyl; 
R 12 is Ci^aHcyl or a fused bicyclic heteroaromatic ring such as mienoP^-el-U-thiazme, 

or 1 ,2-benzothiazine, or R 12 can be joined to R 1 1 to form a fused bicyclic ring 

system such as 2^-dihydro-benzo[c]isoxazole; 

n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates. 

29 (Withdrawn) A method for improving blood flow to the optic nerve head or the 
retina which comprises administering to a person in need thereof, a composition 
comprising a pharmaceutical^ effective amount of a compound with 5HT 7 receptor 
affinity. 
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30 (Withdrawn) A composition for improving blood flow to the optic nerve ^ e *^° I 
the retina comprising a pharmaceutical* effective amount of a compound w,th 5HT 7 
receptor affinity. 

31 (Withdrawn) A method for providing neuroprotection to the optic nerve head or 
the retina which comprises administering to a person in need thereof, a compos.tron 
comprising a pharmaceutical* effective amount of a compound with 5HT 7 receptor 
affinity. 



32. 



_ (Withdrawn) A composition for providing neuroprotection to the optic nerve 
head or die retina comprising a pharmaceutical* effective amount of a compound with 
5HT 7 receptor affinity. 

33 (Withdrawn) A method for treating retinal diseases which comprises 
administering to a person in need thereof, a composition comprising a pharmaceutical* 
effective amount of a compound with 5HT 7 receptor affinity. 

34. (Cancelled) 

35. (Withdrawn) A composition for treating retinal diseases comprising a 
pharmaceutical* effective amount of a compound with 5HT 7 receptor affinity. 

36. (Withdrawn) The composition of Claim 35 wherein the retinal diseases are 
selected from the group consisting of glaucoma, age related macular degeneration, optic 
neuritis, ischemic disorders, diabetic retinopathy, and retinal edema. 

37. (Withdrawn) A method for lowering IOP which comprises administering to a 
person in need thereof, a composition comprising a pharmaceutical* effective amount of 
a compound with 5HT 7 receptor affini*. 

38. (Withdrawn) A composition for lowering IOP comprising a pharmaceutical* 
effective amount of a compound with 5HT 7 receptor affinity. 
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39 recently Amende A method for treating persons suffering from a sleeping 
dLJ depression, schizophrenia, anxiety, circadian rhythm disorders, and centra^ 
r P «y roediatedhypertension, which comprises, adrmnistermg a compost 
comprising a pharmaceutical* effective amount of a compound of the formula: 




>^>RV) n -lv|f 
O O R 

Wherein the dashed bond represents a single or double bond 

Aiyl signifies a fused phenyl or monocyclic heteroaromatic ting peered from , the grou p. 
^c^^P nf thioohe r ^ fiiran. pyrrole pyridine, prvjmidine , pyndazine, and . 
uvrazine ; 

R 1 is H, OH. OCaalkyl, C,. 3 alkyl, Chalky! substituted optionally with OH, or OC,. 
3 alkyl; 

R> is H, halogen, CoaJkyl. CONR 5 R fi , S^Coalkyl, S(rOh NR R . C^alkyl 

substituted optionally with OH, or OCi.3alkyl; 
K\ R*are independently H, Cjalkyl, or C-salkyl substituted optionally with OH or OC,. 

R 5 K 6 ^independently H, C u3 alkyl, or C 2 . 3 alkyl substituted optionally with OH, OC,. 

3 alkyl where R 5 and R 6 optionally can be joined together to form a 
pyrrolidine or piperidine ring which can be either unsubstitutcd or substituted 
optionally with C^alkyl, C^alkyl substituted optionally with OH or OC 
3 alkyl; 

R 7 R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring selected from the group consisting of pyrrobdme, p.pendme, 
A 3 -piperidein, pipeline, morpholine or thiomorpholine which can be 
unsubstitutcd or substituted on carbon with one or more substituents optionally 
selected from C,. 3 alkyl, fi£ Coalkyl substituted optionally with OH, OC,.,alkyl, 
01 phenyl which can be unsubstituted or substituted optionally with halogen, 
CF 3 , OCi. 3 alkyl, or C.- 3 alkyl, or substituted on nitrogen with C^alkoxy or 
phenyl which can be unsubstituted or substituted optionally with halogen, CF 3 , 
OCi-jalkyl, or Ci-jalkyl; 
n is 2 to 4; 
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riiisO, lor 2 . 
or a pharmaceutical^ acceptable salt or solvate thereof. 



40. (Currently Amended) A method for treating 
disorder, depression, schizophrenia, anxiety, obsessive 
rhythera disorders, and centrally and peripherally 
comprises, administering a composition comprising a - 
of a compound of the formula: 



persbns suffering from a sleeping 
ompulsive disorder, circadian 
mediated hypertension which 
sutically effective amount 



phaimaceu 



\ 7 



bond: 



Wherein the dashed bond represents a single or double 
Aryi Signifies a fused phenyl or monocyclic heteroaromar! c 
consisting of thiophene. furan. pyrrole, pyridine, 
pyrazine ; 



13 



S(<=0> 



R 1 is H, Ci.salkyl, C 3 - 5 alkenyl, an aromatic ring selected 
phenyl, thienyl, pyridyl, and imidazoyl, which 
substituted optionally with OH, OC^alkyl, S( : 
S(=0) 2 NR 5 R 6 ; or C^alkyl substituted optionally 
SC^^Cuaalkyl or an aromatic ring selected 
phenyl, thienyl, pyridyl, and imidazoyl which 
substituted optionally with OH, OCi-salkyl, 
S(K>) 2 NR 5 ^ 6 ; or C 3 ^alkenyl substituted optionally 
S(=0)mC,-3allcyl; 
R 2 is H, halogen, C^alkyl, SK^Cioalkyl, S(-0) 2 NR 

optionally with OH, or OCi- 3 alkyl; 
R 3 & R 4 are independently H, Ci- 3 alkyl 3 or Ci- 3 alkyl 
OCLsalkyl; 

R 5 , R 6 are independently H, Ci- 3 alkyl> or C2-3alkyl 

_%alkyl, where R 5 and R 6 optionally can be joined togethi 
pyrrolidine or piperidine and which can be 
optionally with C l . 3 alkyl, Cioalkyl substituted 



ring selected from the groun 
pTvmii^iT'e 1 pyridaz ine. and 



from the group consisting of 
s either iinsubstituted or 
=0)mCi-3alkyl, halogen, CF 3 , or 

with OH, OCMalkyl, 
from the group consisting of 
either unsubstituted or 
^Ci^alkyl, halogen, CF 3 , 
with OH, OCioalkyl* or 



5 R 6 ,or Cioalkyl substituted 

substituted optionally with OH or 

substituted optionally with OH, OCi_ 
er to form a 
either unsubstituted or substituied 
optionally with OH or OCw 
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R . ar^er with * e nitrogen atom to which they are attached 
' heterocyclic ring selected from the group consisting of pynohdtne. ppenda* 
A'-pip-dcm, pipetazine, morpholine or thiomotpholine which can be 
unsubstituted or substituted on carbon with one or more subsets penally 
selected from Cl . 3 alkyl, or C.alkyl substituted optionally with OH OCw 
3 alkyl, or phenyl which can be unsubstituted or substituted optionally 
halogen, CF 3 , OC^alkyl, or C^alkyl, or substituted on nitrogen with Q. 
<alkoxy or phenyl which can be unsubstituted or substituted optionally ^th 
halogen, CF 3 , OCijalkyl, or Ci-jalkyl; 

n is 2 to 4; 
m is 0, 1 or 2 

or a pharmaceutically acceptable salt or solvate thereof. 

41 (Withdrawn) A method for treating persons suffering from a sleeping disorder, 
depression, schizophrenia, anxiety, obsessive compulsive disorders, circadian rhythm 
disorders, and centrally and peripherally mediated hypertension which compnses, 
administering a composition comprising a pharmaceutically effective amount of a 
compound of the formula: 



R 10 



R J & R 4 are independently H, C^alkyl, or Chalky! substituted optionally with OH or 
OCi-aalkyl; 

R 7 , R" are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ting of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S. such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazine, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C, salkyl, C,. 3 alkyl substituted optionally w ith OH, OC,-3allcyl. Phenyl which 
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can be substituted or substituted optionaDy with halogen, CF 3 , OCu&fl. 
or C, aalkyl or substituted on nurogen with C M alkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 . OC^alkyl, or C- 

R» is phenyl or a monocyclic hcteroaromatic ring which can be unsubsbtuted or 

substituted with Ci^dkyU halogen, OCi^kyl; 
R» is CMalkyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 

indoline; 

n is 2 to 4 

and any pharmaceutically acceptable salts and solvates. 

42. (Withdrawn) A method for treating persons suffering from a sleeping disorder, 
depression, schizophrenia, anxiety, obsessive compulsive disorder, circadian rhythm 
disorders, and centrally and peripherally mediated hypertension which comprises, 
administering a composition comprising a pharmaceutically effective amount of a 
compound of the formula: 

°v P 
N 



R 6 



(CR3R 4 )— N^ 7 

R 3 & R 4 are independently H, C M aIkyl, or C^alkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R 7 , R 8 are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ring of 5 to 8 atoms which may include a second beteroatom 
selected from N, O, S. such as pyrrolidine, pipcridine, A 3 -piperidein, 
piperazine, morpholine or foiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
doalkyl, Coalkyl substituted optionally with OH. OCi- 3 alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OC,.jalkyl, 
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or C, 3 alkyl, or substituted on nitrogen with d.alkoxy ox phenyl which can be, 
substituted or substituted optionally w»h halogen, CF 3 , OCm-M, « C, 

R» is C^alkyl, phenyl or a monocyclic heteroaromatic ring which can be unsubstrtuted 

or substituted with Ci^alkyl, halogen, OC M alky); 
r« is daalkyl or a fused bicyclic heteroaromatic ring such as uiienolS^-sH^-tbiasmc, 

or 1 ,2-benzothiazine, or R 12 can be joined to R 11 to form a fused bicyclic ring 

system such as 2,3-dihydro-beDzo[c]isoxazole; 

n is 2 to 4 

and any pharmaccuticany acceptable salts and solvates. 

43. (Previously Amended) A pharmaceutical composition comprising a 
pharmaceutically effective amount of a compound of the formula: 




>,c N >R 3 R 4 ) 1 r-Nf 

O O R 
Wherein the dashed bond represents a single or double bond; 

Aryl signifies a monocyclic heteroaromatic ring selected from me group consisting of 
thiophene, furan, pyrrole, pyridine, pryimidrne, pvridazine, and pyrazme; 

R 1 is H, OH, OCi- 3 alkyl, C,- 3 alkyl, C,- 3 alkyl substituted optionally with OH, or OO- 
3 alkyl; 

r 2 is H, halogen, Qjalkyl, CONR s R 6 , S^O^C^alkvl, or Cwdkyl substituted 

optionally with OH, or OC,. 3 alkyl; with the proviso that if Aryl is thiophene, 
then R 2 #H or halo, and R'^tOH 

R 3 , R 4 are independently H, C^ancyl, or C w alky1 substituted optionally with OH or OCi- 

R* R 6 are a mdependently H, C^tteyl, or C 2 . 3 alkyl substituted optionally with OH, OC,. 

3 alkyl, where R s and R 6 optionally can be joined togelher to form a 
pyrrolidine or piperidine ring which can be either unsubsthutcd or substituted 
optionally with C-salkyl. C 2 . 3 alkyl substituted optionally with OH or OC,. 
3 alkyl; 
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R 7 R« axe together with the nitrogen atom to which they are attached mcorporated into a 
' heterocyclic ring selected from the group consisting of pyrrohdme p.pendu.e, 
^-piperidein, pipeline, morpholine or thiomorphoUne which can be 
substituted or substituted on carbon with one or more substitue^ opUonally 
selected from Coalkyl, or d-salkyl substituted optionally with OH, OC^alkyl, 
or phenyl which can be unsubstituted or substituted optionally with halogen, 
CF 3 . OC^alkyl, or Coalkyl. or substituted on nitrogen with C^alkoxy or 
phenyl which can be unsubstituted or substituted optionally with halogen, CF 3 , 
OCi- 3 alkyl. «> r Chalky!; 
n is 2 to 4; 

Z Tp^a^LticaUy acceptable salt or solvate thereof in a pharmaceutical* acceptable 



earner. 



44. (Previously Amended) A pharmaceutical composition comprising a 
pharmaceutically effective amount of a compound of the formula: 

o o 

Wherein the dashed bond represents a single or double bond; 

Aryl signifies a monocyclic heteroaromatic ring selected from the group consisting of 
thiophene, furan, pyrrole, pyridine, pryimidine, pyridazine, and pyrazuie; 

R l is H, C,. 5 alkyl, C 3 . 5 alkenyl, an aromatic ring selected from the group consisting of 
phenyl, thienyl, pyridyl, and imidazoyl which is cither unsubstituted or 
substituted optionally with OH, OC,- 3 alkyl, S^mC-jalkyl, halogen, or_CF 3 ; 
or d 5 alkyl substituted optionally with OH, OC,. 3 alkyl, S(=0)„,Ci- 3 allcyl or an 
aromatic ring selected from the group consisting of phenyl, thienyl. pyridyl, 
and imidazoyl, which is either unsubstituted or substituted optionally w.th OH, 
OCusalkyl, SC^OVC-aalkyl, halogen, CF,, S(K» 2 NR s R fi ; or C^alkenyl 
substituted optionally with OH, OC,. 3 alkyl, or S(=0) m C,-3alkyl; 
r 2 ta H. halogen, C^alkyl, SC^OVC^alkyl, or C,. 3 alkyl substituted optionally with OH, 

or OCi.jalkyl; . 
R 3 & R 4 are independently H, CxMU or Csalkyl substituted optionally with OH or 
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R» R« aJSe^tly H, C, 3 alky1, or C, 3 alkyl substituted optionally -ith OH. OC 
^alkyl where R s and R 6 optionally can be joined together to form a 
pyridine or piperidine ring which can be either unsubstituted or substituted 
optionally with C^alkyl, C 2 - 3 alkyl substituted optionally with OH or OC- 

R' R 8 are together with the nitrogen atom to which they are attached incorporated mto a 
heterocyclic ring selected from the group consisting of pyrrolidine, pipcr.dme, 
AWpcridein, piperazine, morpholine or thiomorpholine which can be 
unsubstituted or substituted on carbon with one or more substitute optionally 
selected from C,. 3 aUcyi, or Q.jalkyl substituted optionally with OH, OC,. 
3 alkyl or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , OC,.,alkyl, or C w alkyl, or substituted on nitrogen with C,. 
4 alkoxy or phenyl which can be unsubstituted or substituted optionally with 
halogen, CF 3 , Od.jalkyl, or Ci- 3 alkyl; 
n is 2 to 4; 

m is 0, 1 or 2 . 

or a pharmaceutical* acceptable salt or solvate thereof in a pharmaceutical* acceptable 

carrier. 



45. (Withdrawn) A composition comprising a pharmaceutical* effective amount of a 
compound of the formula: 

r 



L./( CR3R4 ^-\r 



K> & R 4 are independenUy H, C^ancyl, or C.alkyl substituted optionally with OH or 
OCioaJkyU 

R' R 8 are together with the nitrogen atom to which they ate attached incorporated mto a 
heterocyclic ring of 5 to 8 atoms which may include a second heteroatom 
selected from N, O, S, such as pyrrolidine, piperidine, A 3 -piperidein, 
piperazine, morpholine or thiomorpholine which can be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
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Cl 3 aUeyl, CwJkyl optionally with OH, OQ.aDcyl, phenyl winch 

can be nnsubstituted or substituted optionally with halogen, CF 3 , OC^aTkyL, 
or C-.aUcyl, or substituted on nitrogen with Ci-tfkoxy or phenyl which can be 
^substituted or substituted optionally with halogen, CF 3 , OC-jalkyU or C 
3 alkyl; 

R» is phenyl or a monocyclic heteroaromatic ring which cat. be unsubstituted or 

substituted with Ci^alkyl, balogen, OCi-*alkyl; 
R 10 is C^aHcyl, or R 10 can be joined to R 9 to form a fused bicyclic ring system such as 

indoline; 

n is 2 to 4 

and any pharmaceutical^ acceptable salts and solvates in a pharmaceutical* acceptable 



carrier. 



46. (Withdrawn) A composition comprising a pharmaceuticaUy effective amount of a 
compound of the formula: 



rV >-r 12 

N 



(CR3R 4 ) n — 1\ 

CD 7 



R 3 & R 4 are independently H, d.jalkyl, or d.jalkyl substituted optionally with OH or 
OCi. 3 alkyl; 

R\ R R are together with the nitrogen atom to which they are attached incorporated into a 
heterocyclic ting of 5 to 8 atoms which may include a second hetcroatom 
selected from N, O, S, such as pyrrolidine, piperiditie, A 3 -piperideil>, 
piperazine, morpholine or thiomorpholine which car, be unsubstituted or 
substituted on carbon with one or more substituents optionally selected from 
C,- 3 alkyl, C^alkyl substituted optionally with OH, OC^alkyl, phenyl which 
can be unsubstituted or substituted optionally with halogen, CF 3 , OC^alkyl. 
or C^alkyl, or substituted on nitrogen with C^aJkoxy or phenyl which can be 
unsubstituted or substituted optionally with halogen, CF 3 , OC,- 3 alkyJ, or C 
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R» is C ^phenyl or a monocyclic heteroaromatic ring *hich can be unvoted. 

or substituted with C^alkyl, halogen, OC^allcyl; 
R» is Calkyl or a fused bicyclic heteroaromatic ring such as thieno^H^tmazme, 

or 1,2-benzotiriazine, or R 12 can be joined to R» to form a fused bicyclic ring 

system such as 2,3-dihydro-benzolc]isoxa2ole; 

n is 2 to 4 

and any pharmaceutical* acceptable salts and solvates in a pharmaceutical* acceptable 

carrier. 

47. (Original) The Compound of Claim 1 selected from the group consisling of: 
6-Chloro-2<4-[4-C2^-benzimidazo-2-oxo-l-yl)piperidin-l-yllbutyl]-2W- 

mieno[3,2-e]-l,2-0iiazitie 1.1-dioxide; 
6^moro-2-[4-(4-phenylpi I )e ra zm-l-yl)but y l]-2//-thi e no[3,2- e ]-l ,2-tniazine 1 ,1 - 

dioxide; 

6-CWoro-2-[4-[4^2-fluorophenyl)phiei^ 

Qriazine 1,1 -dioxide; 

6-Cbloro-2-[3-[4-(3-trifluoromemylpheny^^ 

e]-l,2-ttoiazine 1,1-dioxidc; 
6-Chloro-2-[3-[4-(2//-benzinTidazol-2-oxo)piperidin-l-yl]propyl]-2iy-thi 

e]-l ,2-thiazine 1 ,1 -dioxide. 
48. (Withdrawn) The Compound of Claim 3 selected from the group consisting of: 
3-i;4-(3-Chlorophenyl)pipeta^ 

3-(l,2,3,4-Tetiabydroisoqumolin-2-yl)piopylsulfonyl-2 > 3-dmydTo-l^- 
3-[4-(3-Trifluo TO methylphenyl)piperazm-l-y1]pmpylsulfonyl-2,3^m^ 

3-[4-(2-M e thoxyphenyl)pipera^ 
3 -(l,2,3,4-TetnmydroisoqumoUn-2^ 
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49 (Withdrawn) The Compou D d of Claim 4 selected from the group ***** «* 

*- t 3.[4-(3-Chloiopher^^ 

propanesulfonamide; 

N -[3-(l£,3,4-Tetrabydioisoqu^^^ 

propanesulfonamide; 
ivr-[3^4<3^oropbenyl)piperazta-l-yllpropyll"Ar<4-Tnethoxyphenyl)- 

propancsulfonamjde; 
^-[^-Methoxypb^^ 
propanesulfonamide; 

AH3-[4-(2-CUotophenyl)pi P e^^ 
propanesulfonamide. 



-35- 



PAGE 36/36' RCVD AT 8/27/2004 5:10:57 PM [Eastern Daylight Time] ' SVR:USPT0-EFXRF-1/5 * DNIS:872930S* CSID:817 551 4310* DURATION (mm-ss):09-12 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHD3IT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: _____ 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



